
APPENDIX F 

CASE 4-16180/-JCIP 

Chronology of significant regulatory activities between Applicant and FDA during the IND 

and NDA periods: 

08/l 2193 Submitted original IND Application. 

08/l 9/93 FDA LETTER (93-147) acknowledging receipt of the original IND 

which is assigned IND No, 43,240. 

1 O/W93 Submitted IRB approval and Informed Cansent covering Protocol Of 

for Dr. Siris. 

1 I/03/93 

11117193 

I l/24/93 

01/24/94 

02/l Of94 

u3/02/94 

Submitted 1RB approval and Informed Consent covering Protocol 01 

for Dr. Lyles. 

Submitted unpublished preclinical report. 

FDA LETTER (93-179) regarding the IND submitted August 12,1993 

and indicating that the study may proceed. 

Submitted Amendment 01 to Protocol 1 which allows for enrollment of 

four campleted patients at a higher dose levels of 400 pg of drug. 

In response to cuncerns raised in FDA letter of November 24, 1993 

submitted additional chemistry information and copy of the clinical 

label which complies with the FDA investigational label requirements. 

Also, in fulfillment of commitments made in the original IND, included 

the of?icial English translation of documents regarding drug substance 
and drug pruduct stabitity repcxt. 

Submitted new protocol: Protocol 02 and provided new investigator. 
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WI 3/94 Amendment I to Protocol 02 and 1RB approval for various 

investigators to COV~F Pmtocal U2 Amendment I. 

041’ ? 9194 
* 

Requested review of the protocol for a precfinical study. 

05/l 9194 Submitted additional chemistry and labeling inf~rmatjQn in response 

to FDA fetter of November 24, 1993. Also included Stability Report. 

06303194 Submitted for FDA review and assessment, a draft copy of the 

protocol for a preclinical study entitled “Effects of 16 months treatment 

with the bisph~sph~~ate CGP 42446 on bone mineral density, bone 

mechanics and bone cell function in ovariectomized adult rhesus 

man keys”. 

U6JU8194 Provided for various investigaturs. 

U6/08/94 Submitted the following investigators for ProtocalU2: Drs. Buckler, 

Davies, Fogelman, Fraser, Reid, Maricic, Moses, Singer and Siris, 

and Dr. Fazer. 

06110194 

06114/94 

07107194 

07118694 

07/26/94 

Submitted final copy of the preclinical protocol entitled “Effect of f2 

months treatment with the bisphosphonate CGP42446 on bone 

mineral density, bone mechanical properties and bone 

h~st~m~rph~metric parameters in ovariectomized rats”. 

Submitted unpublished prectinical reports: “Disposition of $4C- 

labelled CGP 42446 in rats”, Wiegand, t-i. 

Submitted new investigators far participation in Protocol 02 and 

covering Prutocof 02, Amendment I fat- Dr. Fraser. 

Submitted Stability Report dated 6/3U/94. 

Submitted unpublished preclinicaf reports: C-6 (8asle) Chemistry 

Support Report ft 7/1993, August 13, 1993, “CEP 42446: Synthesis 
of carbon-l 4 labelled compound”, Laburatory Notebook MO-57.3/Mo- 
57.4, Mary, H. and C-G @aste) Toxicology Test 9U-6190,4/3Uf93, 

“CGP 42446f3: 6-month oral toxicity study in dogs”, Mertz, B. et al. 
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08/l 9194 

U81191’94 

08/26/94 

08/26/94 

I uKW94 

I U/l 0194 

1 j/09/94 

I I /30/94 

U1/27/95 

Ul/30/95 

02/l 5195 

Q3103195 

Provided documentatiun for Dr. R.D- Aftman’s (Miami, Florida 

Protocol 02) additional study site. Provided IRB approval for 

Amendment f for Dr. P. Selby’s (Protocol 02) study site. Also 

submitted updated Form FDA ‘Kf2 to add new subinvestigators to 

Dr. M. Maricic’s and Dr. A.M. Moses”s Protocol 02 studies. 

Submitted new investigators to Protocol 02. 

Provided Amendment I to Protocol 03. 

Submitted new protocol: Protocol 03 and provided new investigator. 

Submitted unpublished preclinical report: Ciba TRE Report 

No. 94010, 918194. 

Annual Report covering the period of August I, 1993 to August 1 f 

1994. 

Submitted unpublished preciinical reports: C-G (Basle) Toxicology 

Test 92-6248, March 2, 1993, “CEP 42446: cytogenic test on Chinese 8 
hamster cells in vitro (EC-CONFORM)” and Toxicology Test 92-6297. 

Submitted Final Medical Report for Protocol 001. 

Submitted for FDA review a draft copy of a precfinical protocol. 

Submitted Report No. 936059 advising of adverse teratological 

findings in rats. 

Submitted new protocol, Protocol 003 extension. Also provided for 

Dr. Lipton who will conduct a study according to Protocol 003 

extension. Provided for additional investigators who will conduct 

studies according to Protocols U2 and 03. 

Submitted for FDA review a draft copy of precfinical protocol. 
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u3/10/95 

U3/20/95 

03/23/95 

04/l 9195 

04/19/95 

Q5/02/95 

05109195 

07/21/95 

08/16/95 

08/25/95 

Submitted unpublished prec~jn~cal reports: C-G (UK) Preclinical 

Safety Report 024/93/SL, Test Number 936060, g/23/94 and provided 

Final Report Amendment ‘i ; submitted Preclinicaf Safety Reports 

024193151, and 003/94fSL. 

Provided documentation to support formulations; submitted stability 

information and an unpublished preclinical report. 

Submitted request for review of the final version of the preclinicat 

protocol and Amendments ? & 2. 

Submitted Amendment f I to Prutocol 03 and investigator 

documentation for Protocol 03. 

Submitted Amendment I to Protocol 03 Extension and investigator 

documentation. 

Submitted unpublished preclinicat report: T/P Report 95004, (MIN 

944073), Test No. 94-6024, 2/W/95. 

FDA FAX (95-I 12) providing review comments of the Executive 

Committee for the Carcinogenicity Assessment Committee”s 

recommendations for the doses in the rat carcinogenicity study. Also 

confirmed agreement on the doses used in the mouse carcinogenicity 

study ~Amendments 024 & 025). 

Provided background/reference material for August 14, 1995 meeting 

with FDA and submitted draft Protocol 017 which included preclinical 

and technical information. 

Submitted IREI approval for Dr. James Berenson to cover 

Protocol 003, Amendment II. 

Submitted CMC information and provided Stability Report dated 

5/lU/95. 
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OW31195 

10127195 

12/04/95 

01131196 

02/05/96 

U2/15f96 

U2/26/96 

03322196 

U3/28/96 

U5/22/96 

U6~2U~96 

061251'96 

As requested, provided a copy of the 8114f95 meeting minutes and 

overheads used to discuss issues associated with the development of 

CGP 42446 in a transdermai formutation to treat patients with bone 

and postmenopausal osteoporosis. 

Annual Report covering the period of August I, 1994 to July f , 1995. 

Submitted unpublished preclinicat report. 

Requested FDA review and response to outfined concerns related to 

the ctinical development of CGP 42446 for malignant indications. 

Submitted new investigator to Protocol 03X: Dr. Berenson. 

Submitted new Protocol 4244603007 in response to Mr. Xedin”s 

(FDA) 2/l 3f96 request. 

Submitted Amendment Ill tu Protocol UU3. Also IRT3 approval and 

patient consent form to cover the protocol amendment for Dr. Lipton, 

principal investigator. 

Provided updated CMC information and Stability Reports. 

Submitted Final Medical Report for Protocol 02. 

Submitted unpublished preclinical report C-G Limited (Basle) Test 

No.: 93-6230, V’I23’96, “CGP 42446: 6/12-month subcutaneous 

toxicity study in rats,” Meister, L., et al. 

Advised the agency of improprieties discovered during a routine 

review of the study records at Dr. Berenson’s site where he is 

conducting a study according to Protocol 1303. 

Amendment fll to Protocol 03 which provides for the addition of two 

more dosing groups (4 mg and 8 mg dose). 
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U7/U9/96 Letter addressed to Dr. Williams advising him that as requested by 

the Division of metabolism and Endocrine Drug Products, Ciba is 

providing him with a copy of all submissions relating to oncology 

indications of zoledronate and also a copy of Amendment 049 dated 

July 9, 1996. 

07109196 

07/q 7196 

08501 I96 Submitted new investigators to Protocol 4244603UU7. 

U9~U5/96 Submitted a new investigator to Protocol 03 Extension. 

09505/96 Submitted Amendment Ii to Protocol 03 Extension which allows for 

the monthly infusion of two additional dose groups (4000 ug and 

8000 pg groups). 

090 U/96 

09112196 

1 U/21 196 

1 l/14/96 

Submitted new protocol - Protocol 4244603007 and provided new 

investigator: Dr. Morley. 

Submitted toxicology reports and Toxicology/Patho~ogy Test No. 

926259, 2/3/95; Preclinical Safety Test No. 936063, g/23/94; and 

unpublished preclinical reports: Ciba (Baste) Genetic Toxicology 

Report Test No. 926249, 7/7/93, CGP 42446: Gene Mutation Test 

with Chinese Hamster Cells V79 In Vitro, Galeick, Pa 

Submitted unpublished preclinical reports: C-G Limited, Basle, 

Preclinical Safety Report Test No. 936282, 10124194, CGP 42446: 

Local intravenous irritation study in rabbits, Nogues, V. and C-G 

Limited, Summit, NJ, US., Manuscript No. 96”UU59,4115/96. 

Submitted new investigators and a new subinvestigator to Dr. R. 

Dreicer’s study. 

Annual Report covering the period of July I, 1995 to July I, 1996. 

Submitted an updated drug substance control document and a 

method validation. 
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11/22/96 

11 J22196 

11125196 

01 f30/97 

021-l 2197 

02324J97 

02J28197 

Submitted iRB approval for Protocol 007, Amendment f and revised 

informed consent for Drs. Kuross, Dreicef, Morley and IR8 approval 

for a revised informed consent for Dr. George. 

Submitted documentation for investigators who will conduct a study 

according to Protocol 4244603007: Also included IRB approval for 

Amendment 1, revised informed consent and revised FDA 1572 to 

reflect the addition of two subinvestigators for Dr. KardinaI. 

Sent letter addressed to Dr. Williams (FDA) indicating that as 

requested, Ciba is providing him a copy of amendment 1357 to 

IND 43,240 dated November 22,1996. 

Provided investigators for Protocol 42446 03 007 and included fR3 

approval for revised consent for Drs. Kardinal and Morley; revised 

FDA 1572 to add two subinvestigators for Dr. Campbell and IRE! 

approval for revised consent; also submitted IRB approval for 

Protocol 007, Amendment 1 and revised informed consent for DE-S. 

Coleman and Young; Amendment ‘I IRE3 approval for Drs. Keiser and 

Porter and an address change for the latter. 

Submitted letter from Ciba transferring ownership of IND 43,240 to 

Novartis effective January ‘l , 1997 and letter from Nova& accepting 

ownership of the IND file from Ciba and identifying the new monitor of 

the ZND. 

Submitted preclinical report. 

Submitted two investigators who wilf conduct a study in accordance 

with Protocol 007; noted that commercial Aredia (pamidronate 

disodium for injection) 90 mg sterile lyophilized vials manufactured by 

Ciba Pharmac~~ti~~s~ Summit, NJ will be used (H-3980); and 

included investigator signed Amendment 1 for Protocol 007 for Drs. 
Howell, Parker and Clarke.. 
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U3/24597 Submitted documentation for drug substance manufactured by 

Synthesis D and the 4 mg powder for injection in vials, and provided a 

Stability Report, 

03128J97 

U4124J97 

04/25/97 

05105197 

U8KGJ97 

U~JU6J97 

091’19197 

09/24/97 

09126/97 

1UJU1/97 

Submitted new Protocol 035 and extension thereof and provided for 

Dr. Berenson who wilf conduct Protocol 035. 

Submitted Protocol 007 Extension and a Form FDA 1572 for 

Dr, Morley. 

TELEPHONE REPORT: Discussion with D. Spillman regarding the 

need for an additional IND for Zoledronate for the Oncology division. 

Received FDA LETTER (97-105) regarding the 2/24/97 submission 

which provided the 26352 week intravenous toxicity study. The study 

may continue but additional information is requested as outlined. 

Submitted new investigators to Protocols 007, UUTE and 07; 

subinvestigators to Protocol U3E study and new study site submitted. 

TElEPHONE REPORT: Discussion with R. Hedin (M/E Division) 

regarding Zoledronate fNDs and new fND in the Oncology Division. 

Submitted response to FDA letter dated May 5, 1997 which requested 

response to comments regarding the 26/52 week intravenous toxicity 

study submitted on February 24,1997. 

Submitted investigators for Protocol 007 extension and new 

subinvestigators for Drs. Gibbons and Webb. 

Submitted record of agreements reached during the September 17, 

1997 tetephone conference between FDA and Novartis to discuss the 

development plans for CGP 42446 for TIM. 

Resubmitted serial no. 066, dated 8/5/97, in its entirety to the Division 
of Metabolic and Endocrine Drug Products. The contents of the 
submission was inadvertently sent to the Division of Oncology Drug 

Products. 
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1 U/02/97 Submitted new investigators to Protocol UU7E: Drs. Fine and Rosen. 

1 l/I 8197 Submitted Annual Report covering period of July “2 t 1996 through 

July I, 1997 and Stability Report. 

12115J97 Submitted new investigators to Protocol U7E and U35E as well as new 

subinvestigators to Drs. Theriauet and Berenson’s Protocol 007 

study. 

12116197 

12/l 8197 

01/14/98 

01120198 

W/26/98 

M/29/98 

02/26/98 Added new investigators to Protocol 037. 

0410 I /98 Informed the agency that an updated investigator alert fetter was 

issued. 

04102198 

04107/98 

84130/98 

TELECUN FROM FDA requesting that the BPK(CH) 19961067 report 

be submitted for review. 

Submitted new protocol: Protocol 42446U4037 and submitted new 

investigators. 

Submitted unpublished preclinical report BPK (Cl-!) 1996/067, 

5/6!97, Plasma Concentrations of CGP 42446 During a 3-Month 

Intravenous Toxicity Study in Dogs. 

Submitted new investigator to Protocol UU7E and new investigators to 

Protocol 037. 

TELECON FROM FDA: Approval of the compassionate use of 

zatedronate as requested by Nova&s on January 26, 1998* 

Formal request for compassionate use of zoledronate in the treatment 

of a single patient. 

Submitted new investigators for Protocol 037. 

Request for compassionate use of zoledronate for the treatment of a 
single patient, 

Provided for new investigators for Protocol 42446U4037. 
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05fl?J98 Response to FDA facsimile dated August 21, 1997 and response to 

FDA 1218197 telephone request for information concerning Gt 

irritation. 

06/11/98 Amendment I to Protocol 837. 

06117198 Submitted new investigators to Protocol 4244604037. 

07102J98 Submitted draft Protocol 4244601005 and draft Extension Protocol. 

07f22198 Provided documentation for Dr. Levin participating in Protocol 037. 

~7J29J98 Submitted documentation for drug substance manufactured by 

Modified Synthesis D and documentation to support the addition of a 

new manufacturing site. 

~8/~6/98 

08114J98 

~8J2~/98 

Provided table which includes the anticipated extent of zoledronate 

exposure data that will be availstble for the planned Paget’s disease 

NDA fifing based on the successful completion of Protocol 005 in 

response to FDA request of July 30, 1998. 

FDA fax providing comments regarding the draft zoledronate 

Protocol 005 submitted July 2, 1998. 

TELECUN FRUM FDA chemistry reviewer inquiring what phase 

Novartis has reached with the development of zoledronate. FDA 

suggested requesting a pre-NDA meeting especially with regard to 

the stability protocol. 

U8f26t 98 Submitted new investigators to Protocof 42446037. 

I l/l9198 Submitted new investigators to Protocol 037. 

'H/23/98 Submitted new investigator to Protocol 037. 

W/21/99 Requested a pre-NDA meeting to present an overview of Novartis’ 
planned NDA submission. 

021111'99 Submitted new investigator to Protocol 037: Dr. Durie. 
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03115199 

03/l 9f99 

03125199 

&I/09/99 

041W99 

04127199 

@XI4199 

05/26/99 

05127199 

Submitted copies of a briefing documentation that includes a list of 

attendees, background ~nf~rrnat~~n~ and specific proposals for 

consideration for the meeting scheduled with the FDA on 4115199. 

Submitted new investigators to Protocol 037. 

Submitted general correspondence n~tjfying the agency of the ’ 

suspension of approval far Protaco 1 by the Local Ethics 

Committee in Great Britain. 

Requested a pre-WA meeting tcr discuss the CMC section of the 

NDA which Novartis anticipates to submit at the end of 1999 for 

treatment of patients with Tiff. 

Received minutes of the pre-NDA meeting dated April 15, 1999. 

Submitted Annual Report for period August 31, 1997 through 

August 30, 1998. 

Submission in response to an FDA request for inf~rmatju~ dated 

April 21 I 1999 an the occurrence of lung cancer in randomized, 

p~aceb~-c~nt~~~~ed* trials in Page& Disease, osteoporosis treatment, 

and osteoporosis prevention. 

Submitted draft protocol for the proposed 2-week intravenous toxicity 

study in Sprague-Dawfey rats. 

Submitted briefing documentation in preparation for a meeting 

scheduled for June 22,1999 to discuss Ehe CMC section of a new 

NDA for zoledrunate for treatment of patients with TIH. 

Submitted new investigators to Protocol 037. 

Received FDA FAX which includes pharmacology review comments 

regarding the May 26, 1999 submission, two week intravenous 
toxicity study in Sprague-Dawfey rats. 
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06/22/99 FDA minutes of a pre-NDA meeting held on June 22, 1999 to discuss 

Novartis’ proposals regarding the content and format of the CMC 

section of the NDA. 

06/24/99 

06524/99 

0717199 

07/l 5199 

070 9199 

07121199 

07122199 

08/l 8/99 

Submitted draft protocol for drug metabolism and pharmacokinetics 

study in rats. Also included response to FDA comments included in 

the June 7, 1999 facsimile regarding the 2 week i.v. toxicity study in 

rats, 5126199. 

Submitted general correspondence in reference to the 4/f 5/99 pre- 

NDA meeting. 

Submitted new investigators for Study No. 037. 

Request for pre-clearance of proposed tradename, Zometa*/Zabel, in 

preparation for commericalization of this product. Background 

information on this product is provided to support the review. 

Sent E-mail to FDA asking to communicate issues via e-mail 

concerning the NRA submission. Feedback was requested on 
previous issues (CMC and Clinical) as well as new issues (Statistical 

and General). 

Submitted a draft study report (Study No. 9970493, in response to a 

’ June 71999 request. 

TELECON from FDA indicating that the proposals detailed in our 

June 24, 1999 submission are acceptable. The statistician requests 

SAS efficacy programs as transport files with the NDA. 

Submitted new investigator to Study 037: Dr. Hutchins. 

Sent E-MAIL to FDA requesting a proposal to submit CRFs as 

previously defined but to limit NDA submission to those for the pivotal 

TIH trials (036 and 037) and the supportive study (CJIHCI). 

Received E-MAIL frum FDA agreeing to CRFs proposal submitted in 
E-mail dated August 17, 7999. 

-AI2- 



09/21/99 

09/23/99 

1 U/l 9199 

1 U/26/99 

I U/29/99 

I l/18/99 

121’06199 

12/09/99 

321W99 

12/21/99 

12/22/99 

12/29/99 

01103fU0 

Submission containing five serious adverse event reports that were 

submitted to fND 55,831 but inadvertently omitted from this IND. 

Submitted request for an orphan drug designation for zoledronate in 

the treatment of TIH. 

Sent E-MAIL to FDA containing several questions concerning the 

upcoming NDA. 

Annual Report covering the period July 1, 1998 through July 1 f 1999. 

Resubmitted the September 23, 1999 request for orphan drug 

designation. 

Received FDA LETTER acknowledging the submission for orphan 

designation and assigned reference number 994308. 

Sent FAX to FDA containing 2 safety repurts. 

Sent FAX to FDA containing follow-up (#6.8) information. 

Submitted investigator report. 

Submitted investigator follow-up #3.4. 

Letter to FDA authorizing FDA to refer to this fND in support of MD to 

be filed by Dr. SE. Bulun. 

Submitted investigator follow-up #2.3. 

Submitted investigator follow-up #“f .2. 

Sent correspondence informing the Office of Orphan Products 

Development that an NDA was submitted to the FDA on 

December 21, 1999. 

Submitted Amendment No. I to the Investigator’s Brochure dated 
December 23,1999. 
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U2/U~/U~ Subm~~ed safety reports containing 9, E-day reports previousfy 

submitted to this IND with respect to the issue of ‘acute renal failure’. 

The contents of the investigator aieti for this case is included and 

contains what actions Novartis has taken and will take. 

02/-l 55uu Submitted a Proposed Pediatric Study Request for FDA’s review and 

issuance of a Written Request for pediatric exclusivity for zoledronic 

acid for children with osteogenesis imperfecta (CIA), 
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12521599 An original NRA was submitted for Zometa* for the treatment of TX-L 

A request for priority review was made as well as a request for a 90. 

day post-submission conference regarding the general status of the 

review, 

12127199 FDA LETTER acknowledging receipt of the original NDA. 

01/07/00 Submitted amendment to the pending NDA containing the statistical 

analysis output tables and figures for the Clinical Study Report 037 

(Appendix 5, Section 51.2). 

u1/2u/uu FAX to FDA containing references to support pamidronate as the 

current treatment of choice for TIH and a copy of the Aredia package 

insert providing comparative data of pamidronate versus etidronate. 

01/31/uu TELECON with FDA regarding verification of the testing sites listed in 

the summary table. 

02/02/uu Submitted amendment containing c~a~f~cations to the manufactur~ng~ 

packaging and controf sites for the drug product. 

~2/U2/UU E-Mail to FDA confirming that the therapeutic ctassification is tP 

(priority review) and that the Division does not anticipate an advisory 

committee hearing on this application. 

U2/04fUU 

Q2/1 mu 

02/16/00 

FDA LETTER requesting information on the Clinical Pharmacology 

and ~~opharmaceut~cs section of the original NDA. 

In response to the FDA letter dated February 4, 2000, submitted 2 

reports, which were originally inctuded in Section 5 of the NRA, 

Section 6: DMPK (W) R98-IO6 and DMPK (CW) $997/530. 

FAX from FDA containing a prefiminav draft of information requested 
from the Statistical Reviewer concerning the NDA. 
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02/18/00 5ubmitted to the Office of ~~d~~l Poticy, CM, the names and 

addresses of the investigators in Protocol 37 and 36, listed by center 

number. 

02/22/00 FAX from FDA of the second draft of an information request from the 

Statistical Reviewer concerning the NDA. 

02125100 FDA LETTER agreeing that the waiver submitted in the NDA dated 

December 21, 1999, is justified for pediatric studies, 

02/28/80 Submitted amendment containing a complete response for additional 

information pertaining to the statistical section of the NDA. 

E-MAIL to FDA providing the N~N~~N command and controf file 

requested. 

JELECUN from FDA statistical reviewer requesting additional data 

analyses from the NDA. 

03116/00 E-mail to FDA on a propasal to limit the CRFs and narratives to be 

submitted in the 1 XI-day Safety Update due April 21. 

03/l 7/W E-mail to FDA requesting a teleconference to discuss the submission 

of an NDA amendment to include a correction for the variables BUN 

and ~~N/~reatinine Ratio that are reported in Protocof 036, ISE and 

the t5S. 

03f21 /OO Submitted amendment cuntaining updated stability reports for both 

the drug substance and drug product in accordance with an 

agreement reached with the Agency at the June 22, 1999 pre-NDA 

CMC meeting. 

04/041uo E-mail to FDA regarding the preferred format for the submission of 

the revised BunlCreatinine ratio variable and to inquire about the 

acceptability of the proposed tradename and proposed carton and vial 
fabels in preparation for launch. 
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04JUf/cKl Submitted an amendment in reference tu an e-mail to FDA dated 

04/l 3100 

04/13/00 

04/l 41’00 

04/l 4f00 

Q4127/00 

04/28/OQ 

04/28/06 

&larch 17, XI130 to include a correction tu the NDA for the summaries 

of BUN and ~U~/Creatinine Ratio data reported in the pooled 
analysis (ISE, Appendix ?> and the ISS. 

Submitted amendment provides additional statistical analysis and 

data presentation as requested on March 8 and March 31 t 2000. 

Submitted request for approval to import the subject bulk product 

Zometa@, 4 mg vials, in anticipation of FDA approval. 

Submitted amendment providing for a revision to the font size for the 

strength on the Zometa@ vial ‘label. 

Submitted electronic version of January 7, 2000 amendment which 

provides for Appendix 5, Section 51.2 for Protocol 037 Clinical Study 

Report, 

S&rbmitted amendment providing for the j20-Day Safety Update. 

Submitted amendment containing the final stability update report for > 
the drug substance, Synthesis E. 

Submitted response to an April 12, 2000 request, for electronic data 

sets for the tumor data in Reports 951021 and 951359. 

Submitted amendment in response to FDA’s request dated March 31 t 

2000, for additional statistical analyses and data presentations. 

E-mail from FDA containing questions generated from the NDA 

review of Studies 036 and 637 including some other clinical reports. 

FAX from FDA containing a pharmltox request to the Precautions 

section of the package insert. 

Submitted IeBer is in response to an FDA facsimile dated May 2, 2000 

requesting additional information and revisions to the Precautions 
section of the proposed package insert. 



FAX from FDA containing comments on the review of the 

microbiology section of the NDA. 

FAX from FDA requesting individual historical tumor incidence contrul 

data from the rat and mouse. 

Submitted CMC amendment requested by FDA on May 3,200U. 

Submitted a complete response to a May 8, 2000, facsimile request 

from FDA far historical control incidence information. 

Submitted complete respanse to an April 28, 2000, FDA e-mail 

containing questions and comments from the statistical reviewer. 

Submitted electronic data sets fur carci~ogenicity studies in response 

to a request from the Biostatistics reviewer on May 4, 2000. 

E-mail to FDA attaching revised SAS transport fifes containing data 

from the twu carc~nogen~cjty studies as requested on May 4, 2000. 

E-mail to FDA containing MSWord documents for appendices I-1 2 in 

response to the May 12 response review comments/questions. 

TELECUN from FDA I3iopharmaceutics Reviewer requesting 

~n~orrnat~~~ on Studies JO01 and 5Q3. 

Submitted compfete response to all Microbiologicatlsterile Validation 

cumments received on May 5, 2000. 

E-mail to FDA regarding pre~imina~ feedback from the Data 

Monitoring Board (DMB) on potential concerns relating to renal safety 

in the ongoing Zometa@ studies in patients with bone metastases, 

E-mail to FDA of PDF versions of the arton and vial labels if needed 

for review. 

Submitted response to review questions of May 16, 2000. 
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~5/22~~~ TELECON to FDA Medical Reviewer in response to his review 

comments. 

05/23/00 TELECUN with FDA ~iopharmace~tics reviewer ooncerning the 

location of data from each study that supports a statement in the 

prupused package insert. 

E-mail fromftu FDA concerning the location of exdusivity for Zometa? 

Submitted specificity of the zoledronic acid radiuimmunoassay, in 

response to a Wlay 24,20QU voice mail from FDA. 

Submitted respunse to a May 31) 2QOQ e-mail requesting narratives 

for patients who died in Studies 036 and 037. 

JELECQN and E-maii to FDA an DSM8 concerns regarding renal 

adverse events and narratives fur patients who died in Studies 036 

alid 037. 

E-mails from/to FDA regarding unequal distribution of patients in 

Studies 036 and 037. 

Submitted request for a telecanference to discuss an anticipated 

amendment concerning potential cuncerns relating to renal safety in 

the ongoing Bmeta@ studies in patients with bone metastases. 

06fU1 IQ0 E-mail to FDA regarding correspondence to pending NDA (renal 

functiun deterioration) and to request a tefcon. 

Submitted a complete response to all CMC questions received on 

FAX and E-mail tu FDA containing information in preparation fur the 

June 7, 2000, teleconference regarding potential concerns relating to 

renal safety. 



06121 /OU 

06127100 

0813 8f00 

FDA’s minutes of the June 8,2000, teleconference to discuss the 

unbli~ded data package on renal safety and it’s effect on the review of 

the NDA, 

Submitted analyses of unblinded data in reference to the assessment 

made by the Data Safety Monitoring Board and the Renal Advisory 

Board from three ongoing bone metastases clinical trials. 

TELECON with FDA Project Manager to discuss unblinded data, 

tradename review and 01 protocufs. 

TELECON from FDA requesting futiher c~arjfi~tion on I) the method 

‘Appearance af Solution’ 224-01 S.02 and 2) characterization of the 

DS - the single crystal x-ray (STRU-MS-975-1, section I .7). 

Submitted a copy of a letter submitted to IND 43,240 in reference to 

the June 9,2WI, submission (Serial No.150) and to the June 28, 

2000, teleconference. 

FAX from FDA containing changes to the labeling based on the 

completion of the pharmacology review of the NDA. 

Submitted a proposed package insert revised to reflect the change in 

infusion time from 5 to 15 minutes and precautions and admjnistrat~on 

recommendations to emphasizing safety measures for the use of 

Zometa? 

FAX from FDA containing comments and requests folbwing 

completion of a preliminary rev&v of renal toxicity. 

FDA LETTER listing deficiencies in the biopharmaceutios section of 

the NDA and containing labeling comments concerning the 

biopharmacetics review. 

Submitted a copy of a letter submitted to IND 43,240 in reference to 
the August 8, 2000 submission (Serial No.*l62) and the August 17, 
2000, teleconference. 
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Q8/22/QO Response to an August 15,2QUO, FDA letter, regarding the 

biopharmace~ti~s section of the NDA. 

Request for a refund of the user fee regarding des~gnatjon of orphan 

drug status. 

08/25100 Submitted a copy of a letter submitted to fND 43,240 in reference to 

an August l4,2Q00, facsimile from the FDA and to an August 17, 

2000, teleconference. 

FAX to FDA containing a copy of an e-mail response regarding 

Dr. t-ion’s site and the attachment from the February 2, 2000, 

submission. 

09101100 E-mail to FDA containing vial and cation labefs. 

Submitted safety update summarizing the information communicated 

since the April 19,2000. 

09/14/00 Submitted response to the preliminary precfinical labeling comments 

received August 8, 2000, by facsimile. 

E-mails to FDA containing ~nformatjon on the ongoing Zometa@ 

clinioat trials. 

09/21/00 

1 WI Oir~O 

Submitted copies of the aver letters of the unb~inded data from the 

ongoing studies submitted to IND 43,240 in support of the pending 

NDA. 

FDA LETTER finding the original NDA, as amended, approvabfe. 

Correspondence submitted in reference to the September 21 t 2000, 

approvabte letter, notifying FDA of Novartis” intent to file an 

amendment and also requests a meeting to discuss the format and 

content of the amendment. 

Submitted folfow-up to the meeting request of September 29, 2000. 
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I O/l 2/UU FAX to FDA containing the Form 356X which was ~nadve~ently left off 

the October IO, 2000, submission* 

I 1/06/UU Submitted briefing book for the End of Review Meeting scheduled for 

December 14,2UUU. 

12/l 3100 Submitted materials in preparation for a Novartis End of Review 

Meeting schedufed with the Division fur December 14, 2000, 

~2/14/UU FDA minutes of an End of Review meeting held on Dec. 14F 2000. 

12/14/OU Novartis minutes of a Drug Regulatory Affairs and FDA meeting held 

on December $4, 2000 to discuss the safe use of Zometa@ in 

Hypercalcemia of ~al~gnanGy. 

12/21/QO 

12/221QU 

02/01/01 

02/?9/0l 

Submission complying with Division request of December 14, 2000 

and addressing some lingering concerns expressed in the appruvabfe 

letter and the December 14 meeting. 

Fax to FDA in response to request for slides presented at the 

December 14,2OUU Zometa@ End of Review FDA Meeting. 

TELECUN from FDA with comments on the renal safety data 

subm~~ed in December 2000 to support the liti of the clinical hold. 

Submitted amendment providing Novartis’ Complete Response to the 

Approvable Letter issued September 21,2UUU. Reference is also 

made to a December 21,2UUU Novartis letter and a January 8,2UUl 

telephone call when FDA accepted Novartis’ proposal for this 

Complete Response. 

03/26/O I Submission made in reference is to a February 19, 2001 letter with 

Novartis’ Complete Response to the Approvable Letter and in 

response to requests made in an FDA telecun on March 22,2UQl. 

0312710 1 FDA LETTER acknowledging receipt of the resubmission to the 

Zometa’ application, submitted on February 19,20Ql s 
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03/29fU? Submitted, in response to an FDA request, a diskette containing the 

Kaplan-Meier figures fur the pre amendment period fur Study IO. 

04/02/O ? Official copy of tefefax dated March 36, 2001 containing the running 

text uf the proposed package insert which complies to the 

September 8, 2000, requests from the Division 

Submitted, in response to an FDA request, an official copy of 

telefaxes dated April 4 and 6, 2001, which contained patient 

narratives found in Novartis’ Complete Response submission dated 

February 19,200l. 

04/l 1101 Submitted the correct Tables 4 ang 5 of the Complete Response 

submitted on February 19,2UQI to the Approvable Letter, issued to 

Novartis on September 21,200U. 

04/j If01 Fax tu FDA with ah attached section entitled, “Update of Renal Event 

Analyses”. 

04/30/01 Submitted approved labeling fur the EU and Australia in reference to a 

the February -f9,2001 1 Complete Response to the Approvable Letter. 

05JO31Ul Submission of an electronic and paper copy of a revised draft 

package insert which highlights changes made from the electronic 

version of the draft P1 sent to the Division on April 25, 2001. 

05/l 6JOl ~ot~~~t~o~ to FDA stating Novartis accepts the terms issued in the 

NO UBJECTtUN FUR ~MFURJAJIUN LEJJER dated August 31, 

2000 with a correctian that the material will be packaged by Novartis 

at the Suffern, NY facility. 

05/30101 FAX from FDA containing information on financ_iaI disclasure by 

clinical investigators. 

Fax to FDA, as a follow-up to a May 30, 2001 teleconference, 
regarding clinicaf investigator’s financial disclasure ~nforrnat~un* 

U5/3"f/Ol FAX to FDA ~nta~ning financial disclosure information. 
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Q6~Q8/Ql 

06/22/01 

Q7/?Q/Ql 

Q7/17/Q1 

Q8JQ3KIl 

Q8/QQ/Ql 

08/16/Ql 

08/20/Q I 

Q8/2U/Ul 

Submission of an official copy of the May 31 I 2081 r facsimile on 

financial disclssure. 

Fax from FDA with comments regarding the Zometa@ label, 

Submission in response to FDA labeling comments of June 8,2QOI. 

FAX from FDA containing labeling comments from the clinical review. 

Sent, in response to an FDA request, offlciaf copies of the draft 

labeling. 

TELECUN to FDA to discuss the timing and status uf the NDA review 

and the timing and type of the bone mets application to the Qncology 

Division. 

in response to an FDA request! this general correspondence 

submission contains samples uf the Zometa* carton fur purposes of 

cofor clarification. 

FAX to FDA concerning the agreement reached between FDA and 

Novartis to use a twu-hour administration of Aredia far the 7X-l 

program. 

Sent letter nut~fying the Division that the Phase 4 Cummitment to 

conduct a pharma~ok~n~t~~ and pharmacodynam~cs study in patients 

with impaired renal function has been completed. 

Submitted final revised labeling (carton and PI) that renects alf agreed 

changes made during telephone conversations held on August 15-V 

and 20,2QUl. 

Received FDA LETTER via fax approving the flew drug application fur 
the use of Zometa@ for the treatment of hypercalcemia of malignancy. 
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Food and Drug Administration 

Date: January 11. 2002 

~KHXI: Claudia Griflo, Paralegal Specialist 
Regulatory Policy Staff (HFD-007) 

Subject: Patent Term Restoration Application 
for Zometa 

TO: Dockets Management (HFA-305) 

Attached please find a copy of the Application for Extension of Patent Term Under 35 U.S.C. 
0 156 for the above-referenced human drug product, together with the cover letter from  the 
Patent and Trademark Qffice. The applicant is Novartis Corporation and the product’s trade 
name is Zometa. Please assign a docket number to this application fur patent extension and 
advise me of same. 

If you have any questions f please contact me at 594-5645. Thank you for your assistance. 

Attachment 
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